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DETAILED ACTION 

The applicant's response filed 12/09/04 to the Office action has been entered. Claims 6-8 
and 15-24 are pending. 

1 . Claims 6-8 and 1 5-23 are rejected under 35 U.S.C. 1 12, second paragraph, as being 
indefinite for failing to particularly pointout and distinctly claim the subject matter which 
applicant regards as the invention. 

a. Claims 6-8 and 1 5-23 are vague and indefinite because it is unclear what is the 
size of the oligonucleotide probe. Since the specification states that the oligonucleotide 
generally refers to a nucleotide multimer of about 10-100 nucleotides in length (See pg. 
4, lines 28-32), it is unclear what is the size of the oligonucleotide probe. Clarification is 
required. 

The response argues that the term " oligonucleotide" is commonly used term in the 
patents and literatures. This is true. However, there is no definition in terms of the term 
"oUgonucleotide probe" in the specification. Thus, the rejection is maintained. 
2. Claims 6-8, 15-18 and 20-24 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Bremier (5,604,097, issued February 18, 1997) in view of Oliva et al, (BioTechniques, 
2001. Vol. 31(1) pg. 74-76 and 78-81). 

Brenner discloses a method of tracking, identifying and sorting classes of molecules by 
the use of oligonucleotide tags. The tag is immobilized on the solid support, which comprises a 
wide variety of composition including glass (See column 12, lines 40-47). The solid support may 
comprise micro particles or arrays where uniform population of tag complements is synthesized 
(See column 13, lines 7-9 and column 35, lines 1-18). The oligonucleotide tag is covalently or 



Application/Control Number: 10/001,688 VaaeZ 
Art Unit: 1637 

non-covalently linked to the surfaces of the microparticle supports (See column 13, lines 52-58). 
The oligonucleotide tag is from 12 to 60 nucleotides in length (See column 9, line 14-15). 

Brenner does not disclose that the hybridization is perfomed in the presence of urea with 
the concentration, 4M at about 50° C. 

Oliva et al. disclose in situ hybridization with urea hybridization buffer (See pg. 74, 
Protocol 1). The incubation reaction is over night at 50° C (See pg. 74, Protocol 1). The urea 
concentration used is 1.0, 2.0 and 4.0 M. (See pg. 78, Table 1). 

One of ordinary skill in the art would have been motivated to modify the method of 
Bremier by applying urea hybridization buffer in the method for specific hybridization. Oliva et 
al. indicate that the hybridization buffer containing urea decreases the amiealing temperature and 
the specificity of the hybridization is retained (See pg. 79, column 2, second paragraph). Thus, it 
would have been prima facie obvious to apply the hybridization buffer containing urea of Oliva 
et al. to make specific hybridization on the array of Brenner. 

The response argues that the teachings of Brenner is mischaracterized and the Office 
action has no point that Brenner disclose an array of oligonucleotide tags, and any 
oligonucleotide tag is covalently linked to a solid support and the Office refers to solid supports 
linked to tag complements and not solid supports linked to the oligonucleotide tags themselves. 
The tag complements of Brenner are referred to oligonucleotide tag, which is immobilized onto 
solid phase supports (See the Abstract). The teachings of Brenner also indicate that the 
complement of the tag sequence is linked to their surface covalently or non-covalently (See 
column 13, lines 52-56). The supports comprise particles or arrays (See column 13, lines 5-7). 
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Thus the teachings of Brenner et al. do suggest that there is an array on which the 
oligonucleotide tags are linked. 

The response further argues that Brenner warns the reagents used in the hybridization 
assay that alter the stability of nucleic acid duplexes (of which urea would be an example) 
because that can be incompatible with further manipulations. However, Brenner does not 
specifically disclose any reagent, which alters the stability of nucleic acid duplexes and can be 
incompatible with further manipulations at all. Moreover, Brenner does not specifically teach 
what kind of manipulation is. Therefore, based upon the positive teachings of Ohva et al. as set 
forth below, by using urea in hybridization buffer, the annealing temperature is reduced and the 
specificity of the hybridization is retained (See pg. 79, column 2, second paragraph). 

The response also argues that Brenner disclose DNA/DNA hybridization methods using 
oligonucleotide array and Oliva et al. disclose in situ RNA/RNA hybridization methods and none 
of the cited references suggest what is being claimed. However, Oliva et al. suggest that the 
nucleic acid duplex destabilizing molecule, urea lowered annealing temperature, while the 
specificity of the hybridization was retained (See pg. 79, column 2, second paragraph). The 
suggestions of Oliva et al. apply to nucleic acid molecule, which includes DNA and RNA. 

Finally, the Applicants submit that the claimed method provides unexpected results. As 
suggested by Oliva et al. above, the hybridization buffer containing urea in which a lowered 
annealing temperature was ensured and the specificity of hybridization was retained. Thus, the 
claimed invention is not presented as an unexpected resuh. 

Based upon the analysis above, the rejection is maintained. 
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Summary 

3. No claims are allowable. 

THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1 . 1 36(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS firom the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1.136(a) will be calculated firom the mailing date of the advisory action, hi no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the mailing 
date of this final action. 

4. Any inquiries concerning this communication or earlier communications from the 
examiner should be directed to Joyce Tung whose telephone number is (703) 305-71 12. The 
examiner can normally be reached on Monday-Friday from 8:00 AM-4:30 PM. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Gary Benzion can be reached at (703) 308-1 1 19 on Monday-Friday from 10:00 AM- 
6:00 PM. 

Any inquiries of a general nature or relating to the status of this application should be 
directed to the Chemical/Matiix receptionist whose telephone number is (703) 308-0196. 
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5. Papers related to this application may be submitted to Group 1 600 by facsimile 
transmission. Papers should be faxed to Art Unit 1637 via the PTO Fax Center located in Crystal 
Mall 1 using (703) 305-3014 or 308-4242. The faxing of such papers must conform with the 
notice published in the Official Gazette, 1096 OG 30 (November 15, 1989). 
Joyce Tung / 
February'n,20D5 




